Assessment of the robustness of the smoking-related omic changes across the cohorts
The robustness of the smoking-related omic profile changes identified using the full dataset was assessed in the two individual cohorts of the study. In these stratified analyses, for current smokers the total numbers of significant (FDR<0.10) transcripts were 184 and 114, respectively, with a statistically significant (p<10 -5 ) overlap of 6 transcripts (marked in Supplementary Table S1 online), while the corresponding numbers of total significant (Bonferoni p<0.05) epigenetic signals in the individual cohorts were 101 and 22, respectively, of which 21 were shared (marked in Supplementary Table S2 The above observations suggest that the differences between the results obtained with the two cohorts individually largely reflect the impact of the cohort sizes on statistical power and support the use of the lists of DEGs and DMGs obtained with the full dataset in our disease connectivity analysis. In further support for this, it is noted that, of a total of 504 unique DEGs reported in previous studies [1] [2] [3] [4] [5] [6] [7] [8] [9] [10] , 20 had been replicated between previous studies and 117 were replicated by our study, while of a total of 322 DM CpG sites reported in 7 previous studies, 55 had been replicated between previous studies and 169 by our study (results not shown). 
